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PUBLISHER: Tongji Medical University 

DOCUMENT TYPE : Journal 
LANGUAGE: English 

AB The purpose of this study was to investigate the effect of low 

high-d. -lipoprotein (HDL) combined with hypertriglyceridemia in coronary 
artery disease (CAD) patients on prostaglandin 12 (PGI2) biol. activity in 
relation to lipid regulating treatment with fenofibrate. The inhibitory 
rate of PGI2 on ADP-induced platelet aggregation was used as the index for 
PGI2 biol. activity. Twenty health individuals served as normal controls. 
CAD group consisted of 20 patients with low HDL combined with 
hypertriglyceridemia. The results showed that, before the treatment, the 
stabilizing effect on PGI2 activity decreased significantly in CAD group 
when compared with the control group (P < 0.01). One month after the 
treatment, HDL level in CAD group increased significantly and TG level 
significantly decreased (P < 0.001). The different effect on PGI2 
activity was no longer found between CAD group and control group (P > 
0.05), further confirming the protecting risk factor of CAD, therefore, 
impaired PGI2 biol. activity and increased platelet aggregation might be 
responsible mechanisms. Furthermore, raising HDL level by lipid 
regulating treatment could restore the protective effect of HDL on PGI2 
and might be helpful in the prevention of the acute coronary syndrome. 
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(effect of low HDL combined with hypertriglyceridemia in coronary 
artery disease patients on PGI2 biol. activity in relation to lipid 
regulating treatment) 
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TI Therapeutic efficacy of allergen-monomethoxy polyethylene 

glycol conjugates in the treatment of allergen-induced asthmatic 

responses in guinea pigs 
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TI Therapeutic efficacy of allergen-monomethoxy -polyethylene 

glycol conjugates in the treatment of allergen-induced asthmatic 

responses in guinea pigs 
AU I-Ijima, Hiroaki; Bitoh, Soji; Hashimoto, Ken-Ichi; Kurishima, Koichi; 

Nomura, Akihiko; Sakamoto, Toru; Goto, Yukio; Lang, Glen M.; Sehon, Alec 

H. ; et al. 

CS Department of Pulmonary Medicine, Institute of Clinical Medicine, 

University of Tsukuba, Japan 
SO Int. Arch. Allergy Immunol. (1997), 113(1-3), 323-325 

CODEN: IAAIEG; ISSN: 1018-2438 
PB Karger 
DT Journal 
LA English 

AB Allergen-sensitized guinea pigs were used as animal models for asthma and 
for the study of therapeutic efficacy of an allergen-monomethoxy 
polyethylene glycol conjugate. Administration 

of the conjugate by inhalation led to partial suppression of the 
immediate asthmatic response and to obliteration of the late asthmatic 
response*. 
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CN Treprostinil 

CN 15AU; 15AU81; BW 15AU; BW 15AU81; BW A15AU; LRX 15; Remodulin; 
treprostinol; TJ 62840; Uniprost; UT 15 

CN (lR,2R,3aS, 9aS) - ( (2, 3, 3a, 4, 9, 9a -Hexahydro -2 -hydroxy- 1- ( (3S) -3- 

hydroxyoctyl) -IH-benz (f ) inden-5-yl) oxy) acetic acid 
DSTA . . . World, Pulmonary hypertension 

Phase II, United States, Peripheral arterial occlusive disorders 

Phase II, World, Peripheral vascular disorders 

Phase I, World, Cancer 

Discontinued II, United Kingdom, Congestive heart failure 

. Treprostinil (treprostinil sodium, UT 15, U 62840, LRX 15, 15AU81, BW 
A15AU, BW 15AU, 15AU, BW 15AU81, treprostinol, Uniprost sup (TM) , 
Remodulin sup(TM)) is a stable, long acting prostacyclin analogue 
developed to be administered subcutaneous ly. Treprostinil is administered 
using a "pager-sized MiniMed. . . FDA by 2 June 2004. Priority 
Healthcare was selected by United Therapeutics to manage the phase IV 
study. 

Treprostinil, as Remodulin sup(TM), is available through 
Priority Healthcare and Accredo Therapeutics (formerly Gentiva Health 
Services), United Therapeutics' US distributors. 

In February 2002, the Canadian Therapeutics Products Directorate (TPD) 
accepted Remodulin sup(TM) for review as a New Drug Submission 
(NDS) for the treatment of pulmonary arterial hypertension. The TPD have 
also granted Remodulin sup(TM) a priority review status. The 
application was approved in October 2002. 

In November 2002, United Therapeutics announced that. . . with 
additional European filings after treprostinil has been approved in 
France. United Therapeutics have also submitted a marketing application 
for Remodulin sup (TM) in Switzerland and Australia. 

Initially the name Uniprost sup(TM) was to be used but the name 
Remodulin sup (TM) is to be the tradename for treprostinil in the 
USA and Europe. 

In January 2003, results from 3. . . the UK. However, development has 
been discontinued in this indication. Glaxo Wellcome merged with 
SmithKline Beecham to form GlaxoSmithKline . 

Cancer: United Therapeutics has tested treprostinil in 
preclinical studies as a potential anticancer agent and found that it has 
an antimetastatic . . . that given to patients with pulmonary 
hypertension. The company is currently conducting a phase I trial in 
patients with metastatic cancer worldwide. Treprostinil appears 
to exert its antimetastatic effect by blocking the PRAR endothelial cell 
receptor. 

Licensees : Treprostinil is manufactured by SynQuest (United Therapeutics) 
in the USA. Remodulin sup(TM) for injection is manufactured by 
Baxter Pharmaceutical Solutions LLC in the USA. 

United Therapeutics licensed patents for treprostinil from. . . in 
Australia. 

Paladin Labs has exclusive distribution rights for treprostinil in 
Canada. However, in October 2002, following approval of Remodulin 
sup(TM) from the Canadian TPD, Paladin Labs is in discussion with United 
Therapeutics regarding distribution responsibilities; United Therapeutics 
is also pursuing pricing approval for Remodulin sup(TM). 

AOP Orphan Pharmaceuticals has distribution rights for the product in 
Austria, Switzerland, and several Eastern European countries. Ferrer 
International. . . reported revenues of $US11.6 million in the second 



quarter of 2002. The majority of the revenues were from sales of 
Remodulin sup(TM) and related infusion pumps and supplies - the 
product was launched in May 2002. In August 2002, approximately 500 
patients were on Remodulin sup(TM) therapy worldwide, of which 
about 60% were considered to be 'reimbursable' patients - at the time, 
this was equating. . . all four of the Medicare Durable Medical 
Equipment Regional Carriers in the US have issued policies for nation-wide 
reimbursement of Remodulin sup (TM) . Medicare is also to 

reimburse costs for infusion pumps and other related equipment needed by 
patients. The coverage is retroactive from May 21, 2 002 - at this time, 
the recommended average wholesale price for Remodulin sup (TM) 
was $US65/mg, according to United Therapeutics. 
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TI Product news : US market news . 

AN 2002:2612 ADISNEWS ED 31 May 2002 UP 31 May 2002 

DN 11738324-80084 0998 

TI Product news : US market news . 



TI OTHER NEWS TO NOTE. 
AN 2001:148291 NLDB 
TI OTHER NEWS TO NOTE. 

SO BIOWORLD Today, (29 Jun 2001) Vol. 12, No. 126. 
PB American Health Consultants, Inc. 
DT Newsletter 
LA English 
WC 1813 

TX Cephalon Inc., of West Chester, Pa., said Actiq, for the management of 

breakthrough cancer pain in patients with malignancies who are 
receiving and who are tolerant to opioid therapy, was granted marketing 
authorization in. 

Matrix Pharmaceutical Inc., of Fremont, Calif., began enrollment in a 
Phase II study in patients with primary liver cancer using 
intraDose (cisplatin/epinephrine injectable gel) . The open-label, 
multicenter study will evaluate 60 patients with hepatocellular 
carcinoma. Endpoints include tumor response, . . . filed a new drug 
application with the FDA in January for IntraDose to treat refractory or 
recurrent head and neck cancer. 

MGI . . . Minneapolis, said the FDA granted fast-track designation 
for the use of irofulven, MGI ' s anticancer compound, in patients with 
gemcitabine-ref ractory pancreatic cancer. Irofulven is in a 
series of trials for the treatment of solid tumors and in a pivotal Phase 
III trial for patients with pancreatic cancer. 

Telik Inc., of South San Francisco, started a Phase II trial with 
TLK286, its product for advanced non-small-cell lung cancer. 
Patients will receive TLK2 86 once every three weeks until disease 
progression. Telik initiated Phase II trials in colorectal cancer 
and ovarian cancer in March and May, respectively. 

United . . . Silver Spring, Md. , said the FDA's Cardiovascular and 
Renal Drugs Advisory Committee will discuss the benefit-to-risk profile 
of its drug, Remodulin (formerly UT-15) , at its meeting 
scheduled Aug. 9-10. 
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TI Actelion showing strong potential as Tracleer continues to drive growth 
AN 1664501 PHARMAML 

TI Actelion showing strong potential as Tracleer continues to drive growth 
SO Marketletter July 29, 2002 
DT Newsletter 
WC 782 

TX ... a high price for Tracleer. Currently, only two other drugs are 
approved for PAH, GlaxoSmithKline ' s Flolan (epoprostenol) and United 
Therapeutic ' s Remodulin ( treprostinil sodium), the latter 
having only just been launched (Marketletter June 3) . 

orally-active urotensin II receptor antagonist which the firm 
expects to initiate by early 2003. Potential uses include metabolic, 
cardiovascular and cancer indications. 
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TI Major New US product approvals 
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TI AltaRex and United Therapeutics sign license agreement. (for the 

development of five monoclonal antibodies that activate the immune system 
to treat cancer) (Brief Article) 

AN 2002:111722 NLDB 

TI AltaRex and United Therapeutics sign license agreement . (for the 

development of five monoclonal antibodies that activate the immune system 
to treat cancer) (Brief Article) 

SO BIOTECH Patent News, (1 Apr 2 002) Vol. 16, No. 4. 
ISSN: ISSN: 0898-2813. 

PB Biotech Patent News 

DT Newsletter 

LA English 

WC 765 

TI AltaRex and United Therapeutics sign license agreement . (for the 

development of five monoclonal antibodies that activate the immune system 
to treat cancer) (Brief Article) 

TX AltaRex . . . entered into an exclusive license agreement for the 

development of five monoclonal antibodies that activate the immune system 

to treat cancer. The strategic collaboration is centered on 

AltaRex' s OvaRex (oregovomab) antibody that is currently in late-stage 

clinical development for the treatment of metastatic ovarian 

cancer. The four additional products are intended to treat lung, 

breast, prostate, multiple myeloma and other forms of cancer. 

Under ... a right of first refusal to any products developed or 
acquired by AltaRex which have applications in the treatment of 
cancer. 



"I . . . United Therapeutics. "The AltaRex program may fit well with 
our ongoing assessment of the anti-metastatic properties of our lead drug, 
Remodulin, which is the subject of growing interest among 
cancer researchers . " 



"AltaRex . . . had been considering, the collaboration with United 
Therapeutics represents the best fit and the best value for our 
shareholders and cancer sufferers, all of whom we expect will 
share in the success of the company's oncology products and technology 
platform. We will continue to build our technology platform, both with 
United for the cancer field and on our own. Our collaboration 
with United Therapeutics affords us the opportunity to explore the 
application of our. 

AltaRex . . . agents, specifically foreign monoclonal antibodies, to 
alter patients' immune system responses in a therapeutically beneficial 
manner for conditions that include cancer, infectious diseases 
and autoimmune diseases. 

THIS IS THE FULL TEXT: COPYRIGHT 2002 Biotech Patent News 
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TI Product setbacks cast gloom over industry. (Feature) . (Biotech industry 

suffers late-stage product setbacks) 
AN 2002:56072 NLDB 

TI Product setbacks cast gloom over industry. (Feature) . (Biotech industry 

suffers late- stage product setbacks) 
SO BioVenture View, (19 Feb 2002) Vol. 17, No. 4, pp. 8(2). 

ISSN: 0892-1903. 
PB Pharmabooks Ltd. 
DT Newsletter 
LA English 
WC 1147 



While . . . stories are just around the corner. United Therapeutics 
recently received an approvable letter from the FDA for its prostacyclin 
analogue, Remodulin, for the treatment of pulmonary arterial 
hypertension. In the meantime, companies should analyse trials with the 
utmost care to make. 

Dendreon Provenge Prostate cancer 

lmClone Systems Erbitux Colorectal cancer 

Sugen SU5416 Colorectal cancer 

Sugen Ph III trial fails to meet endpoint 

SU5416 programme in colorectal 
cancer closed 
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